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Mr.  DiNGELL,  from  the  Committee  on  Energy  and  Commerce, 
submitted  the  following 

REPORT 

[To  accompany  H.R.  3459] 
[Including  cost  estimate  of  the  Congressional  Budget  Office] 

The  Committee  on  Energy  and  Commerce,  to  whom  was  referred 
the  bill  (H.R.  3459)  to  amend  the  Federal  Food,  Drug,  and  Cosmetic 
Act  to  revise  the  provisions  respecting  orphan  drugs  and  for  other 
purposes,  having  considered  the  same,  report  favorably  thereon 
with  an  amendment  and  recommend  that  the  bill  as  amended  do 
pass. 

The  amendment  is  as  follows: 

Strike  out  all  after  the  enacting  clause  and  insert  in  lieu  thereof 
the  following: 

SECTION  1.  SHORT  TITLE. 

This  Act  may  be  cited  as  the  "Orphan  Drug  Amendments  of  1987". 

SEC.  2.  MARKET  PROTECTION. 

(a)  Limit.— 

(1)  Section  527(a)  of  the  Federal  Food,  Drug,  and  Cosmetic  Act  (21  U.S.C. 
360cc(a))  is  amended  to  read  as  follows: 
"(a)  Except  as  provided  in  subsection  (b),  if  the  Secretary — 

"(1)  approves  an  application  filed  under  section  505(b)  for  a  drug  designated 
under  section  526  for  a  rare  disease  or  condition  and  the  application  is  the  first 
section  505(b)  application  approved  for  such  drug  for  such  disease  or  condition, 
then  during  the  7-year  period  beginning  on  the  date  the  Secretary  approved 
such  first  application — 

"(A)  the  Secretary  may  approve  for  any  person  an  application  under  sec- 
tion 505(b)  (other  than  an  application  which  includes  a  certification  de- 
scribed in  section  505(b)(2))  for  such  drug  for  such  disease  or  condition,  and 
"(B)  the  Secretary  may  not  approve — 

"(i)  and  application  under  section  505(j),  or 

"(ii)  an  application  which  includes  a  certification  described  in  section 
505(b)(2) 
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for  such  drug  for  such  disease  or  condition  for  a  person  who  is  not  the 
holder  of  an  approved  appUcation  under  section  505(b)  for  such  drug  for 
such  disease  or  condition, 
"(2)  issues  a  certification  under  section  507  for  a  drug  designated  under  sec- 
tion 526  for  a  rare  disease  or  condition  and  the  certification  is  the  first  certifica- 
tion issued  under  section  507  for  such  drug  for  such  disease  or  condition,  then 
during  the  7-year  period  beginning  on  the  date  the  Secretary  issued  such  first 
certification — 

"(A)  the  Secretary  may  approve  for  any  person  an  appUcation  (other  than 
an  appUcation  described  in  subparagraph  (B))  for  a  certification  of  such 
drug  for  such  disease  or  condition  under  section  507,  and 

"(B)  the  Secretary  may  not  issue  a  certification  with  respect  to — 
"(i)  an  abbreviated  appUcation  filed  under  section  507,  or 
"(ii)  an  application  filed  under  section  507  which  includes  investiga- 
tions of  the  type  described  in  section  5050b)(2) 
for  such  drug  for  such  disease  or  condition  for  a  person  who  is  not  the 
holder  of  an  approved  certification  under  section  507  for  such  drug  for  such 
disease  or  condition,  or 
"(3)  issues  a  license  under  section  351  of  the  Public  Health  Service  Act  for  a 
drug  designated  under  section  526  for  a  rare  disease  or  condition  and  the  li- 
cense is  the  first  license  issued  under  such  section  351  for  such  drug  for  such 
disease  or  condition,  then  during  the  7-year  period  beginning  on  the  date  the 
Secretary  issued  such  first  license — 

"(A)  the  Secretary  may  approve  for  any  person  an  application  (other  than 
an  application  described  in  subparagraph  (B))  for  a  license  under  such  sec- 
tion 351  for  such  drug  for  such  disease  or  condition,  and 

"(B)  the  Secretary  may  not  approve  an  application  for  a  license  for  such 
drug  for  such  disease  or  condition  which  is  of  the  type  which  includes  inves- 
tigations of  the  type  described  in  section  505(b)(2)  for  a  person  who  is  not 
the  holder  of  a  license  issued  under  such  section  351  for  such  drug  for  such 
disease  or  condition.". 
(2)  Section  527(b)  of  such  Act  (21  U.S.C.  360cc(b))  is  amended— 

(A)  by  striking  out  "505"  the  first  place  it  appears  and  inserting  in  lieu 
thereof  "505(b)",  and 

(B)  by  inserting  after  "issuance  of  the  license"  the  following:  "and  not- 
withstanding subsection  (a)". 

(b)  Technicals. — 

(1)  Section  525(a)  of  the  Federal  Food,  Drug,  and  Cosmetic  Act  (21  U.S.C. 
360aa(a))  is  amended  by  striking  out  "505"  each  place  it  appears  and  inserting 
in  lieu  thereof  "505(b)". 

(2)  Section  526(a)(1)(A)  of  the  Federal  Food,  Drug,  and  Cosmetic  Act  (21  U.S.C. 
360bb(a)(l)(A))  is  amended  by  striking  out  "505"  and  inserting  in  lieu  thereof 
"505(b)". 

(3)  Section  527  of  the  Federal  Food,  Drug,  and  Cosmetic  Act  (21  U.S.C.  360cc) 
is  amended — 

(A)  by  striking  out  the  second  comma  after  "507"  the  third  time  it  ap- 
pears in  subsection  (b),  and 

(B)  by  striking  out  "(1)  The"  in  subsection  (b)(1)  and  inserting  in  lieu 
thereof  "(1)  the". 

SEC.  3.  DESIGNATION  AS  AN  ORPHAN  DRUG. 

(a)  Request. — Section  526(a)(1)  of  the  Federal  Food,  Drug,  and  Cosmetic  Act  (21 
U.S.C.  360bb(a)(l))  is  amended  by  adding  after  the  first  sentence  the  following:  "A 
request  for  designation  of  a  drug  shall  be  made  before  the  submission  of  an  applica- 
tion under  section  505(b)  for  the  drug,  the  submission  of  an  application  for  certifica- 
tion of  the  drug  under  section  507,  or  the  submission  of  an  application  for  licensing 
of  the  drug  under  section  351  of  the  Public  Health  Service  Act.". 

(b)  Discontinuance. — Section  526  of  the  Federal  Food,  Drug,  and  Cosmetic  Act  (21 
U.S.C.  360bb)  is  amended  by  redesignating  subsections  (b)  and  (c)  as  subsections  (c) 
and  (d),  respectively,  and  by  adding  after  subsection  (a)  the  following: 

"Ot))  A  designation  of  a  drug  under  subsection  (a)  shall  be  subject  to  the  condition 
that— 

"(1)  if  an  application  was  approved  for  the  drug  under  section  505(b),  a  certifi- 
cate was  issued  for  the  drug  under  section  507,  or  a  license  was  issued  for  the 
drug  under  section  351  of  the  Public  Health  Service  Act,  the  manufacturer  of 
the  drug  will  notify  the  Secretary  of  any  discontinuance,  and 
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"(2)  if  an  application  has  not  been  approved  for  the  drug  under  section  505(b), 
a  certificate  has  not  been  issued  for  the  drug  under  section  507,  or  a  license  has 
not  been  issued  for  the  drug  under  section  351  of  the  Public  Health  Service  Act 
and  if  preclinical  investigations  or  investigations  under  section  505(i)  are  being 
conducted  with  the  drug,  the  manufacturer  or  sponsor  of  the  drug  will  notify 
the  Secretary  of  any  decision  to  discontinue  active  pursuit  of  approval  of  an  ap- 
plication under  section  505(b),  approval  of  an  application  for  certification  under 
section  507,  or  approval  of  a  license  under  section  351  of  the  Public  Health 
Service  Act.". 

j  SEC.  4.  FINANCIAL  ASSISTANCE. 

I  (a)  Medical  Devices.— Section  5  of  the  Orphan  Drug  Act  (21  U.S.C.  360ee)  is 

amended — 

I  (1)  in  subsection  (a),  by  inserting  "(1)"  after  "assist  in"  and  by  inserting  before 

the  period  a  comma  and  "(2)  defraying  the  costs  of  developing  medical  devices 
for  rare  diseases  or  conditions",  and 

j  (2)  in  subsection  (b)(2)— 

I  (A)  by  inserting  "(A)  in  the  case  of  a  drug,"  after  "means"  in  the  first 

sentence  and  by  adding  before  the  period  in  that  sentence  a  comma  and 
"(B)  in  the  case  of  a  medical  device,  any  disease  or  condition  that  occurs  so 
infrequently  in  the  United  States  that  there  is  no  reasonable  expectation 
that  a  medical  device  for  such  disease  or  condition  will  be  developed  with- 
out assistance  under  subsection  (a)",  and 

(B)  by  striking  out  "under  this  subsection"  in  the  last  sentence  and  in- 
serting in  lieu  thereof  "under  section  526  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act". 

(b)  Medical  Foods. — Section  5  of  the  Orphan  Drug  Act  (21  U.S.C.  360ee)  is  amend- 
ed- 

(1)  in  subsection  (a)  (as  amended  by  subsection  (a)),  by  inserting  before  the 
period  a  comma  and  "and  (3)  defraying  the  costs  of  developing  medical  foods  for 
rare  diseases  or  conditions", 

(2)  in  subsection  (b)(2)  (as  amended  by  subsection  (a)),  by  inserting  before  the 
j                   period  at  the  end  of  the  first  sentence  a  comma  and  "and  (C)  in  the  case  of  a 
j                   medical  food,  any  disease  or  condition  that  occurs  so  infrequently  in  the  United 
j                   States  that  there  is  no  reasonable  expectation  that  a  medical  food  for  such  dis- 
ease or  condition  will  be  developed  without  assistance  under  subsection  (a)", 

j  and 

I  (3)  by  adding  at  the  end  of  subsection  (b)  the  following: 

"(3)  The  term  'medical  food'  means  a  food  which  is  formulated  to  be  con- 
sumed or  administered  enterally  under  the  supervision  of  a  physician  and 
which  is  intended  for  the  specific  dietary  management  of  a  disease  or  condition 
for  which  distinctive  nutritional  requirements,  based  on  recognized  scientific 
principles,  are  established  by  medical  evaluation.". 

,  (c)  Qualification  for  Assistance. — Section  5(b)  of  the  Orphan  Drug  Act  (21 

I  U.S.C.  360ee(b))  is  amended— 

(1)  by  striking  out  "and  before  the  date  on  which  an  application  with  respect 
to  such  drug  is  submitted  under  section  505(b)  or  507  of  such  Act  or  under  sec- 
tion 351  of  the  Public  Health  Service  Act"  in  paragraph  (l)(A)(ii)  and  (1)(B),  and 

(2)  by  striking  out  "and"  at  the  end  of  subparagraph  (A),  by  striking  out  the 
period  at  the  end  of  subparagraph  (B)  and  inserting  in  lieu  thereof  ";  and",  and 

!  by  adding  after  subparagraph  (B)  the  following: 

"(C)  in  the  case  of  a  drug  which  has  not  been  designated  under  section 
526  of  the  Federal  Food,  Drug,  and  Cosmetic  Act  for  a  rare  disease  or  condi- 
j  tion  but  which  the  Secretary  has  reason  to  believe  is  a  drug  for  a  rare  dis- 

'■  ease  or  condition,  human  clinical  testing  described  in  subparagraph  (A)(i) 

\  and  preclinical  testing.". 

i  (d)  Authorization.— Section  5(c)  of  the  Orphan  Drug  Act  (21  U.S.C.  360ee(c))  is 

i amended  to  read  as  follows: 
"(c)  For  grants  and  contracts  under  subsection  (a)  there  are  authorized  to  be  ap- 
propriated $10,000,000  for  fiscal  year  1988,  $12,000,000  for  fiscal  year  1989, 
j  $14,000,000  for  fiscal  year  1990.". 

(d)  Study. — The  Secretary  of  Health  and  Human  Services  shall  conduct  a  study  to 
1  determine  whether  the  application  of  subchapter  B  of  chapter  V  of  the  Federal 

]  Food,  Drug,  and  Cosmetic  Act  (relating  to  drugs  for  rare  diseases  and  conditions) 

and  section  28  of  the  Internal  Revenue  Code  of  1986  (relating  to  tax  credit)  to  medi- 
cal devices  or  medical  foods  for  rare  diseases  or  conditions  or  to  both  is  needed  to 
encourage  the  development  of  such  devices  and  foods.  The  Secretary  shall  report  the 

I  C2-07-13 
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results  of  the  study  to  the  Committee  on  Energy  and  Commerce  of  the  House  of 
Representatives  and  the  Committee  on  Labor  and  Human  Resources  of  the  Senate 
not  later  than  one  year  after  the  date  of  the  enactment  of  this  Act.  For  purposes  of 
this  section,  the  term  "rare  diseases  or  conditions"  has  the  meaning  prescribed  by 
section  5  of  the  Orphan  Drug  Act  (21  U.S.C.  360ee). 

SEC.  5.  NATIONAL  COMMISSION  ON  ORPHAN  DISEASES. 

Section  4(n)  of  the  Orphan  Drug  Amendments  of  1985  (42  U.S.C.  236  note)  is 
amended  by  striking  out  "September  30,  1987"  and  inserting  in  lieu  thereof  "Febru- 
ary 1,  1989^^*. 
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Purpose  and  Summary 

The  Committee's  bill  provides  for  a  number  of  changes  in  the 
Orphan  Drug  Act  and  the  orphan  products  program  administered 
by  the  Food  and  Drug  Administration.  The  bill  would  authorize  the 
awarding  of  grants  under  the  Orphan  Drug  Act  for  the  develop- 
ment of  orphan  medical  devices  and  orphan  medical  foods  and 
extend  the  authorization  for  the  grant  program  through  fiscal  year 
1990  In  addition,  the  bill  would  provide  for  a  study  of  the  need  to 
extend  to  orphan  medical  devices  and  foods  the  benefits  relating  to 
the  development  of  orphan  drugs;  would  extend  the  Congressional 
reporting  date  for  the  National  Commission  on  Orphan  Diseases; 
and  would  make  a  number  of  changes  in  the  Federal  Food,  Drug 
and  Cosmetic  Act  (FFDCA)  regarding  the  designation  of  orphan 
drugs  and  the  period  of  market  exclusively  awarded  to  an  approved 
orphan  drug. 

Background  and  Need  for  the  Legislation 

An  "orphan  drug"  is  a  drug  for  a  rare  disease.  Even  with  the 
benefits  available  under  the  Orphan  Drug  Act  (Act),  an  orphan 
drug  is  expected  to  be,  at  best,  only  marginally  profitable  due  to 
the  small  patient  population  that  will  use  the  drug.  In  many  cases, 
orphan  drugs  are  not  profitable  but  are  developed  nevertheless  as  a 
public  service. 

The  Orphan  Drug  Act  was  enacted  in  January,  1983.  At  that 
time  there  were  only  34  orphan  drugs  on  the  market.  Since  then, 
179  sponsors  have  had  their  drugs  designated  as  orphan  drugs  and 
have  begun  the  development  process,  and  20  of  those  drugs  have 
been  approved. 

The  provisions  of  the  Act  and  the  focus  the  Act  has  created  on 
drugs  for  rare  diseases  has  stimulated  substantial  new  commit- 
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ments  by  large,  research  oriented  pharmaceutical  companies, 
smaller  generic  and  biotechnology  companies,  and  independent  bio- 
medical researchers.  The  Department  of  Health  and  Human  Serv- 
ices and  its  Food  and  Drug  Administration  have  worked  vigorously 
and  successfully  to  create  an  effective  administrative  office,  the  Di- 
vision of  Orphan  Products  Development  at  FDA,  and  to  implement 
the  law.  The  number  of  designated  drugs  that  are  under  testing 
and  already  approved  has  exceeded  the  most  optimistic  predictions 
of  1983. 

The  Orphan  Drug  Act  has  made  a  tremendous  difference  in  the 
development  of  drugs  for  rare  diseases.  One  important  part  of  the 
Act,  the  authority  to  make  grants  for  human  clinical  studies  on  an 
orphan  drug,  expires  at  the  end  of  FY  1988.  It  needs  to  be  reau- 
thorized and  amended  in  light  of  the  knowledge  and  experience 
gained  during  the  last  three  years.  The  other  provisions  in  the  bill 
are  included  to  address  concerns  which  have  arisen  during  the  im- 
plementation of  the  Act. 

Committee  Views 
market  exclusivity 

Part  of  the  reason  for  the  early  success  of  the  orphan  drug  pro- 
gram is  that  many  substances  now  designated  as  orphan  drugs 
were  already  known  by  scientists  and  pharmaceutical  researchers 
to  have  some  usefulness  with  rare  diseases.  In  most  cases,  some 
human  testing  had  been  done  on  the  drugs,  although  it  was  insuffi- 
cient to  allow  approval  by  FDA. 

In  hearings  before  the  Subcommittee  on  Health  and  the  Environ- 
ment in  1985,  the  FDA  testified  that  most  of  the  known  orphan 
drugs  were  being  tested,  and  that  future  discovery  and  develop- 
ment of  drugs  for  rare  diseases  would  require  a  larger  commitment 
of  resources. 

In  response  to  the  problem  described  by  FDA,  the  Congress  in- 
cluded a  special  provision  in  the  "Orphan  Drug  Amendments  of 
1985"  (P.L.  99-91)  that  was  intended  to  encouraged  private  phar- 
maceutical companies  to  spend  more  on  orphan  drugs.  That  provi- 
sion amended  the  section  of  the  FFDCA  (section  527)  which  provid- 
ed for  a  seven  year  period  of  market  exclusivity  for  an  orphan  drug 
that  was  not  patentable.  The  legislation  expanded  section  527  to 
cover  all  orphan  drugs,  whether  patented  or  not. 

The  1985  amendment  was  designed  to  protect  the  company  that 
developed  an  orphan  drug  whose  patent  had  expired  or  would 
expire  by  the  time  the  drug  could  be  tested  and  approved  for  use  in 
a  rare  disease.  (Data  available  to  the  Committee  in  1985  indicated 
that  this  situation  occurred  frequently.)  The  provision  assured  such 
a  company  that  it  could  offset  some  or  all  of  its  costs  of  develop- 
ment by  recouping  all  possible  revenues  from  the  sale  of  the  drug 
during  the  seven  year  period  of  exclusivity.  Under  the  1985  amend- 
ment, the  seven  year  period  of  market  exclusivity  would  continue 
to  run  concurrently  with  any  remaining  patent,  so  the  exclusivity 
only  benefits  those  drugs  with  little  or  no  patent  protection. 

The  Committee's  expectation  about  the  importance  of  this  provi- 
sion was  accurate.  It  has  been  quite  valuable  as  an  incentive,  even 
though  it  does  not  necessarily  make  a  drug  profitable  or  give  it  sig- 
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nificant  commercial  value.  It  does  provide  greater  certainty  as  to 
the  potential  return  from  the  sale  of  the  drug. 

At  the  time  of  the  1985  amendment,  the  Committee  recognized 
the  possibility  that  some  companies  would  be  attracted  to  the  ex- 
panded market  exclusivity  provision  for  the  wrong  reason.  Market 
exclusivity  was  intended  to  be  an  incentive  to  develop  orphan 
drugs  with  little  or  no  commercial  value  and  inadequate  patent 
protection.  But  as  enacted,  it  could  also  be  used  to  block  competi- 
tors of  drugs  with  significant  commercial  value  which  would  have 
been  developed  notwithstanding  their  inadequate  patent  protection. 
In  such  cases,  a  company  would  seek  to  designate  a  drug  as  an 
orphan  drug  solely  to  get  market  exclusivity  that  would  cut  off 
competitors  who  might  also  seek  approval  of  the  drug. 

Aware  of  this  potential  problem,  the  Committee  decided  that  it 
would  still  recommend  the  amendment  because  it  was  viewed  as  an 
important  incentive  for  the  development  of  orphan  drugs,  but  it 
would  monitor  implementation  carefully  for  adverse  consequences 
of  the  exclusivity  amendment.  (In  addition,  the  Committee  recog- 
nized that  the  Federal  government  would  be  called  upon  to  provide 
grants  for  the  development  of  orphan  drugs  that  were  not  devel- 
oped by  a  private  drug  company  because  of  insufficient  incentives.) 

The  Committee  has  carefully  followed  the  designation  and  ap- 
proval of  orphan  drugs  since  the  1985  legislation.  It  is  the  Commit- 
tee's view  that  events  during  this  time  indicate  that  some  modifica- 
tion is  necessary. 

Of  the  179  currently  designated  orphan  drugs,  there  are  eight 
cases  where  more  than  one  company  or  organization  has  undertak- 
en the  development  of  the  same  orphan  drug.  (An  orphan  drug  is 
designated  only  for  the  specific  rare  disease  for  which  approval  is 
sought.  If  the  same  drug  is  also  being  tested  for  a  second  rare  dis- 
ease, the  drug  would  get  a  second  designation  for  that  disease.)  In 
those  cases  where  several  sponsors  seek  approval  at  the  same  time, 
only  the  first  sponsor  to  be  approved  is  awarded  the  seven  year 
market  exclusivity  for  that  drug  for  the  approved  use.  The  approv- 
al of  all  others  is  delayed  until  the  end  of  the  seven  year  period. 

Of  the  eight  cases,  four  involve  drugs  that  have  been  approved  at 
the  time  of  this  report.  For  two  of  these  four  approved  drugs,  there 
is  only  one  company  marketing  the  approved  drug.  In  the  case  of 
two  others,  though,  circumstances  have  allowed  two  companies  to 
be  approved.  The  two  companies  working  on  L-Carnitine  reached 
an  agreement  under  which  both  were  approved  and  marketed.  In 
the  case  of  human  growth  hormone,  FDA  approved  drugs  manufac- 
tured by  two  different  companies  under  the  rationale  that  they 
were  different  drugs  (Somatrem  and  Somatropin),  so  the  approval 
of  one  did  not  completely  block  the  other  company  from  marketing 
a  product.  In  summary,  as  of  the  time  of  this  report,  there  are  two 
cases  in  which  more  than  one  company  sought  approval,  but  the 
market  exclusivity  provision  blocked  the  other  companies  from  ob- 
taining FDA  approval  of  their  orphan  drug. 

The  Committee's  view  is  that  the  presence  of  multiple  sponsors 
indicates  either  that  the  sponsors  believe  the  drug  has  commercial 
value,  or  that  the  sponsors  began  work  unaware  of  each  other's  in- 
terest in  a  drug  of  little  or  no  commercial  value.  If  the  drug  does 
have  commercial  value,  the  Committee  believes  the  market  exclu- 
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sivity  provision  should  not  be  available  to  bar  companies  from  com- 
peting for  the  sale  of  the  drug.  In  the  case  of  a  drug  with  marginal 
or  no  commercial  potential,  however,  if  two  or  more  sponsors  begin 
the  approval  process  without  knowledge  of  each  other,  the  Commit- 
tee believes  that  a  ''race"  to  approval  which  excludes  a  company 
(or  companies)  that  has  invested  in  the  development  of  such  an 
orphan  drug  does  not  serve  the  goal  of  orphan  drug  development. 

It  is  also  the  Committee's  view  that  in  the  next  several  years 
there  is  likely  to  be  a  sizeable  number  of  drugs  developed  through 
recombinant  DNA  and  other  methods  of  biotechnology  that  will  be 
sponsored  by  several  companies.  This  result  is  expected  because 
biotechnology  companies  are  not  confident  about  the  patentability 
of  their  products  and  believe  that  the  section  527  market  exclusiv- 
ity provision  is  an  excellent  substitute  for  a  product  or  use  patent. 

To  address  this  matter  of  multiple  sponsor  development,  the 
Committee's  bill  would  revise  section  527  to  enable  an  additional 
company  to  be  approved  during  the  seven  year  period  of  market  ex- 
clusivity that  begins  with  the  first  approval.  The  follow-on  compa- 
ny (or  companies)  would  have  to  file  its  own  complete  New  Drug 
Application  (NDA),  and  would  specifically  be  prohibited  from  filing 
a  "paper  NDA"  (in  which  the  company  does  not  conduct  its  own 
clinical  studies  but  relies  upon  studies  published  in  the  available 
literature)  or  a  generic  application.  Under  this  provision,  a  compa- 
ny that  either  believes  an  orphan  drug  has  commercial  value,  or 
independently  begins  development  of  an  orphan  drug,  could  get  ap- 
proval of  the  drug  even  though  another  company  got  the  first  ap- 
proval of  the  same  drug  for  the  same  rare  disease.  The  follow-on 
company  would  share  the  remaining  time  in  the  seven  year  exclu- 
sive marketing  period. 

The  provision  would  be  effective  on  the  date  of  enactment.  It 
would  allow  any  company  to  have  its  NDA  approved,  after  the  date 
of  enactment,  for  a  designated  orphan  drug  that  is  currently  ap- 
proved. The  reference  in  the  provision  to  section  505(b)(2)  is  intend- 
ed to  make  the  definition  of  ''paper  NDAs",  that  is  currently  em- 
ployed under  section  505(b)(6),  applicable  to  the  orphan  drug  mar- 
keting exclusivity  provision. 

ORPHAN  DRUG  GRANT  PROGRAM 

The  Committee's  bill  would  expand  the  authority  of  the  Secre- 
tary of  HHS  under  section  5  of  the  Orphan  Drug  Act  to  make 
grants  for  the  development  of  orphan  drugs.  The  current  grant  pro- 
gram is  intended  to  assure  that  necessary  animal  and  human  clini- 
cal studies  are  conducted  on  an  orphan  drug  that  is  not  sponsored 
by  a  pharmaceutical  company. 

During  the  four  and  one-half  years  of  implementing  this  pro- 
gram, the  FDA  has  determined  that  several  existing  restrictions  on 
their  authority  to  award  these  grants  are  inappropriate.  The  FDA 
is  currently  prohibited  from  awarding  a  grant  (1)  to  a  drug  that  is 
not  designated  as  an  orphan  drug,  or  (2)  to  a  designated  orphan 
drug  once  an  application  for  its  approval  is  submitted. 

The  Committee  agrees  with  FDA.  The  bill  would  eliminate  these 
restrictions. 
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The  Committee  believes  it  is  inappropriate  to  prohibit  a  grant  to 
a  nondesignated  drug  because  often  the  independent  scientist  who 
requests  the  grant  is  not  in  a  position  to  seek  designation  and 
assume  sponsorship  of  the  drug.  As  long  as  the  FDA  determines 
that  the  drug  to  be  studied  meets  the  criteria  for  designation  as  an 
orphan  drug,  then  the  awarding  of  such  funds  would  further  the 
overall  goal  of  the  Orphan  Drug  Act.  Similarly,  it  is  inappropriate 
to  prohibit  a  grant  for  a  study  that  would  be  conducted  after  an 
application  for  approval  is  submitted  because  such  a  study  might 
be  essential  to  the  approval  of  the  drug. 

ORPHAN  MEDICAL  DEVICES  AND  FOODS 

Since  the  Committee's  first  hearing  in  1980  on  orphan  drugs,  the 
Committee  has  received  testimony  and  inquiries  about  similar 
problems  in  the  development  of  orphan  medical  devices  and  foods. 
The  Committee  has  considered  on  several  occasions  the  need  to 
extend  some  or  all  of  the  benefits  of  the  orphan  drug  law  and  pro- 
gram to  medical  devices  and  foods,  but  has  never  done  so  because 
of  the  significant  differences  in  the  drug,  device  and  medical  food 
industries,  and  the  laws  regulating  them.  These  differences  raise 
important  questions  about  the  applicability  of  the  orphan  drug  law 
and  program  to  medical  devices  and  foods. 

The  Committee  is  not  prepared  at  this  time  to  propose  such  a 
broadening  of  the  entire  law.  The  Committee  bill  does,  however, 
expand  the  orphan  drug  grant  program  so  that  grants  could  be 
awarded  for  the  testing  of  orphan  medical  devices  and  foods. 

In  addition,  the  Committee's  bill  requires  the  Secretary  of  HHS 
to  conduct  a  study  to  determine  whether  application  of  the  other 
provisions  of  the  orphan  drug  law  to  orphan  medical  devices  and 
foods  is  needed  in  order  to  encourage  the  development  of  orphan 
medical  devices  and  foods.  The  study  is  due  within  one  year  of  the 
enactment  of  this  bill.  The  study  would,  among  other  things,  evalu- 
ate whether  the  incentives  for  orphan  drugs  would  serve  as  incen- 
tives for  medical  devices  and  foods,  or  whether  other  types  of  in- 
centives would  be  more  appropriate  due  to  differences  in  the  devel- 
opment process  and  the  economics  of  the  marketplace  for  devices 
and  foods. 

NATIONAL  COMMISSION  ON  ORPHAN  DISEASES 

The  1985  amendments  also  created  the  National  Commission  on 
Orphan  Diseases  to  evaluate  the  workings  of  the  National  Insti- 
tutes of  Health  regarding  rare  diseases  and  conditions.  It  was  given 
two  years  to  conduct  the  required  study  and  report  to  the  Congress. 

Because  the  Commission  members  were  not  appointed  until  one 
year  of  the  Commission's  term  had  expired,  they  do  not  have  suffi- 
cient remaining  time  to  complete  their  work  and  report  to  the  Con- 
gress. The  bill  would  extend  the  Commission's  deadline  for  an  addi- 
tional 16  months. 

Hearings 

The  Committee's  Subcommittee  on  Health  and  the  Environment 
held  one  day  of  hearings  on  H.R.  3349  on  October  1,  1987.  Testimo- 
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ny  was  received  from  4  witnesses,  representing  3  organizations  and 
the  Food  and  Drug  Administration. 

Committee  Consideration 

On  October  6,  1987,  the  Subcommittee  on  Health  and  the  Envi- 
ronment met  in  open  session  and  ordered  reported  a  clean  bill  for 
the  bill  H.R.  3349,  as  amended  by  a  voice  vote,  a  quorum  being 
present.  On  October  14,  1987,  the  Committee  met  in  open  session 
and  ordered  reported  the  bill  H.R.  3459  with  amendment  by  voice 
vote,  a  quorum  being  present. 

Committee  Oversight  Findings 

Pursuant  to  clause  2(1)(3)(A)  of  Rule  XI  of  the  Rules  of  the  House 
of  Representatives,  the  Subcommittee  held  hearings  and  made  find- 
ings that  are  reflected  in  the  legislative  report. 

Committee  on  Government  Operations 

Pursuant  to  clause  2(1)(3)(D)  of  Rule  XI  of  the  Rules  of  the  House 
of  Representatives,  no  oversight  findings  have  been  submitted  to 
the  Committee  by  the  Committee  on  Government  Operations. 

Committee  Cost  Estimate 

In  compliance  with  clause  7(a)  of  Rule  XIII  of  the  Rules  of  the 
House  of  Representatives,  the  Committee  believes  that  the  cost  in- 
curred in  carrying  out  H.R.  3459  would  be:  $5  million  in  FY  1988, 
$10  million  in  FY  1989,  $13  million  in  FY  1990,  $7  million  in  FY 
1991,  and  $1  million  in  FY  1992. 

The  authorizations  contained  in  the  bill  are  $10  million  for  FY 
1988,  $12  million  for  FY  1989,  and  $14  million  for  FY  1990. 

Congressional  Budget  Office  Estimate 

U.S.  Congress, 
Congressional  Budget  Office, 
Washington,  DC,  November  16,  1987. 

Hon.  John  D.  Dingell, 

Chairman,  Committee  on  Energy  and  Commerce, 
House  of  Representatives,  Washington,  DC 

Dear  Mr.  Chairman:  The  Congressional  Budget  Office  has  pre- 
pared the  attached  cost  estimate  for  H.R.  3459,  the  Orphan  Drug 
Amendments  of  1987,  as  ordered  reported  by  the  House  Committee 
on  Energy  and  Commerce  on  October  14,  1987. 

If  you  wish  further  details  on  this  estimate  we  will  be  pleased  to 
provide  them. 

With  best  wishes. 
Sincerely, 

Edward  M.  Gramlich, 

Acting  Director. 

CONGRESSIONAL  BUDGET  OFFICE  COST  ESTIMATE 

1.  Bill  number:  H.R.  3459. 

2.  Bill  title:  Orphan  Drug  Amendments  of  1987. 
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3.  Bill  status:  As  ordered  reported  by  the  House  Committee  on 
Energy  and  Commerce  on  October  14,  1987. 

4.  Bill  purpose:  To  amend  the  Federal  Food,  Drug,  and  Cosmetic 
Act  to  revise  the  provisions  respecting  orphan  drugs  and  for  other 
purposes. 

5.  Estimated  cost  to  the  Federal  Government: 


[By  fiscal  years,  in  million  of  dollars] 


1988       1989       1990       1991  1992 


Estimated  authorization  level: 

Grants  

Study  

National  Commission  on  Orphan  Diseases. 

Total  estimated  authorization  level  

Total  estimated  outlays  


10       12  14 

n  n  


10        12  14   

5        10        13         7  1 


1  Less  than  $500,000. 

The  costs  of  this  bill  would  fall  within  budget  function  550. 

Basis  of  estimate:  The  authorization  level  for  grants  for  orphan 
drug  development  is  stated  in  the  bill.  No  authorization  level  ap- 
pears in  the  bill  for  the  study  and  for  the  extension  of  the  National 
Commission  on  Orphan  Diseases.  These  levels  have  been  estimated 
by  CBO.  It  is  expected  that  the  one-year  study  relating  to  the  de- 
velopment of  medical  devices  or  medical  foods  could  be  completed 
at  a  cost  of  less  than  $500,000  to  the  federal  government.  This  bill 
would  delay  the  date  of  the  final  report  of  the  National  Commis- 
sion on  Orphan  Diseases.  Under  current  law,  the  Commission  was 
to  issue  its  final  report  by  the  end  of  fiscal  year  1987,  but  an  exten- 
sion has  been  granted  for  the  Commission  to  continue  through  Sep- 
tember 30,  1988.  This  bill  would  further  delay  the  reporting  date  to 
February  1,  1989  at  an  additional  cost  to  the  federal  government  of 
about  $300,000. 

All  authorization  levels  are  assumed  to  be  fully  appropriated  at 
the  beginning  of  each  fiscal  year.  Outlays  are  estimated  using 
spendout  rates  calculated  by  CBO  on  the  basis  of  similar  program 
data. 

6.  Estimated  cost  to  State  and  local  government:  None. 

7.  Estimate  comparison:  None. 

8.  Previous  CBO  estimate:  None. 

9.  Estimate  prepared  by:  Carmela  Dyer. 

10.  Estimate  approved  by:  C.G.  Nuckols  (for  James  L.  Blum,  As- 
sistant Director  for  Budget  Analysis). 

Inflationary  Impact  Statement 

Pursuant  to  clause  2(1)(4)  of  Rule  XI  of  the  Rules  of  the  House  of 
Representatives,  the  Committee  makes  the  following  statement 
with  regard  to  the  inflationary  impact  of  the  reported  bill: 

The  Committee  believes  the  enactment  of  H.R.  3459  will  not  have 
an  inflationary  effect  on  the  Nation's  economy.  The  level  of  spend- 
ing authorized  under  the  bill,  if  fully  appropriated,  is  minimal  com- 
pared to  the  Federal  budget.  In  addition,  federally  funded  research 
leads  to  successful  drug  therapies  for  diseases  which  have  no  such 
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therapy  available.  As  a  result,  demand  for  health  services  and 
health  care  expenditures  will  be  reduced. 

Section-by-Section  Analysis 
Section  1:  Short  Title 

The  Orphan  Drug  Amendments  of  1987. 
Section  2:  Market  Protection 

Current  Law:  Section  527(a)  of  the  Federal  Food,  Drug  and  Cos- 
metic Act  (FFDCA)  provides  market  exclusivity  for  a  drug  that  is 
designated  for  a  rare  disease  or  condition  (orphan  drug)  for  seven 
years  after  approval  by  the  Food  and  Drug  Administration  (FDA). 
During  this  period,  the  FDA  is  prohibited  from  approving  another 
application  for  the  same  drug  for  the  same  disease  or  condition. 
The  prohibition  covers  FDA  approval  of  drugs,  antibiotics  and  bio- 
logics.  In  the  case  of  a  drug,  the  prohibition  covers  the  approval  of 
the  drug  under  a  new  drug  application  (NDA)  filed  under  section 
505(b),  a  "paper  NDA"  filed  under  section  505(b)  or  an  ''abbreviated 
NDA"  (ANDA)  filed  under  section  505(j).  In  the  case  of  an  antibiot- 
ic, the  prohibition  covers  the  approval  of  an  antibiotic  under  an  ap- 
plication or  an  abbreviated  application  filed  under  section  507,  or 
under  a  paper  NDA-like  application  filed  under  section  507.  In  the 
case  of  a  biologic,  the  prohibition  covers  the  approval  of  a  biologic 
under  an  application  or  a  paper  NDA-like  application  filed  under 
section  351  of  the  Public  Health  Service  Act  (PHSA). 

Under  section  527(b)  of  the  FFDCA,  the  FDA  is  permitted  to  ap- 
prove a  second  application  (under  one  of  the  above  mentioned  sec- 
tions) for  a  designated  orphan  drug  for  the  same  disease  or  condi- 
tion during  the  seven  year  period  under  two  circumstances.  The 
first  is  if  sufficient  quantities  of  the  drug  are  not  being  made  avail- 
able by  the  holder  of  the  first  application.  The  second  circumstance 
is  if  the  holder  consents. 

The  hill:  Section  527  of  the  FFDCA  is  amended  to  narrow  the 
scope  of  the  seven  year  market  exclusivity.  During  the  seven  year 
period  beginning  on  the  date  the  first  orphan  drug  is  approved,  an 
application  of  another  manufacturer  for  the  same  drug  for  the 
same  disease  or  condition  could  be  approved,  but  only  if  the  second 
application  is  a  full  application  under  sections  505(b)  or  507  of  the 
FFDCA  or  under  section  351  of  the  Public  Health  Service  Act. 
During  the  seven  year  period  the  FDA  would  continue  to  be  prohib- 
ited from  approving  the  application  of  another  manufacturer  for 
the  same  drug  for  the  same  disease  or  condition  which,  in  the  case 
of  a  drug,  is  a  paper  NDA  or  an  ANDA:  in  the  case  of  an  antibiotic, 
is  an  abbreviated  application  or  a  paper  NDA-like  application;  and 
in  the  case  of  a  biologic,  is  a  paper  NDA-like  application.  Section 
527(b)  is  not  amended,  so  FDA  could  continue  to  approve  additional 
applications  under  all  sections  of  the  law  if  the  same  two  circum- 
stances are  met. 
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Section  3:  Designation  as  an  Orphan  Drug 
Section  3(a):  Request 

Current  law:  Section  526  of  the  FFDCA  permits  a  manufacturer 
or  sponsor  to  request  the  designation  of  its  drug  as  a  drug  for  a 
rare  disease  or  condition.  The  section  does  not  specify  when  the  re- 
quest must  be  made,  so  it  may  be  made  at  any  time  prior  to  ap- 
proval. 

The  bill:  Section  526  is  amended  to  require  that  the  request  for 
designation  be  made  before  an  appHcation  for  approval  is  submit- 
ted. The  request  could  be  made  at  any  time  prior  to  or  during  the 
human  clinical  testing  period,  which  is  called  the  investigational 
new  drug,  or  IND,  period. 

Section  3(b):  Discontinuance 

Current  law:  Section  526  of  the  FFDCA  does  not  require  that  a 
manufacturer  notify  FDA  when  it  discontinues  production  of  an  ap- 
proved orphan  drug  or  discontinues  human  clinical  testing  on  a 
designated  orphan  drug 

The  bill:  Section  526  is  amended  to  require  the  manufacturer  of 
an  approved  orphan  drug  to  notify  FDA  one  year  prior  to  discon- 
tinuation of  production.  It  also  requires  the  manufacturer  of  a  des- 
ignated orphan  drug  that  is  not  yet  approved  to  notify  FDA  of  any 
decision  to  discontinue  testing  during  the  pre-IND  and  IND  peri- 
ods. 

Section  4:  Financial  Assistance 

Section  Ua):  Medical  Devices 

Current  law:  Section  5  of  the  Orphan  Drug  Act  provides  grants 
for  the  testing  in  animals  and  humans  of  designated  orphan  drugs. 

The  bill:  Section  5  is  amended  to  authorize  FDA  to  make  grants 
to  assist  in  the  development  of  medical  devices  for  rare  diseases  or 
conditions.  A  medical  device  for  a  rare  disease  or  condition  is  de- 
fined as  a  device  for  a  disease  or  condition  that  occurs  so  infre- 
quently that  there  is  no  reasonable  expectation  that  a  device  for 
such  disease  or  condition  will  be  developed  without  grant  assist- 
ance. 

Section  4(b):  Medical  Foods 

Current  law:  Section  5  of  the  Orphan  Drug  Act  provides  grants 
for  the  testing  in  animals  and  humans  of  designated  orphan  drugs. 

The  bill:  Section  5  is  amended  to  authorize  FDA  to  make  grants 
to  assist  in  the  development  of  medical  foods  for  rare  diseases  or 
conditions.  "Medical  food"  is  defined  as  food  which  is  formulated  to 
be  consumed  or  administered  enterally  under  the  supervision  of  a 
physician  and  which  is  intended  for  the  specific  dietary  manage- 
ment of  a  disease  or  condition  for  which  distinctive  nutritional  re- 
quirements, based  on  recognized  scientific  principles,  are  estab- 
lished by  medical  evaluation.  A  medical  food  for  a  rare  disease  or 
condition  is  defined  as  a  food  for  a  disease  or  condition  that  occurs 
so  infrequently  in  the  United  States  that  there  is  no  reasonable  ex- 
pectation that  a  medical  food  for  such  disease  or  condition  will  be 
developed  without  assistance. 
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Section  Jf(c):  Qualification  for  Assistance 

Current  law:  Section  5  of  the  Orphan  Drug  Act  limits  the  award- 
ing of  grants  to  the  support  for  animal  and  human  tests  that  are 
conducted  after  the  drug  is  designated  and  before  an  application 
for  approval  is  submitted  under  sections  505(b)  or  507  of  the 
FFDCA  or  under  section  351  of  the  PHSA. 

The  hill:  Section  5  is  amended  to  authorize  grants  for  animal  and 
human  tests  (1)  that  are  conducted  on  a  designated  drug  after  an 
application  for  approval  is  submitted  under  the  respective  sections, 
and  (2)  that  are  conducted  on  a  drug  that  is  not  designated  but 
which  the  Secretary  of  HHS  has  reason  to  believe  is  a  drug  for  a 
rare  disease  or  condition. 

Section  Jf(d):  Authorization 

Current  law:  Section  5  of  the  Orphan  Drug  Act  authorizes  appro- 
priations for  grants  for  fiscal  year  1988  of  $4  million. 

The  hill:  Section  5  is  amended  to  authorize  appropriations  for 
grants  for  fiscal  years  1988-1990  of  $10  million,  $12  million  and  $14 
million  respectively. 

Section  Jf(d):  Study 

The  hill:  The  Secretary  of  Health  and  Human  Services  is  direct- 
ed to  determine  whether  the  application  of  the  benefits  of  the 
orphan  drug  provisions  of  the  FFDCA  and  the  Internal  Revenue 
Code  (which  provides  tax  credits  for  a  portion  of  the  cost  of  human 
clinical  studies)  to  orphan  medical  devices  and  orphan  medical 
foods  would  encourage  the  development  of  those  devices  and  foods. 
The  study  is  due  one  year  after  enactment. 

Section  5:  National  Commission  on  Orphan  Diseases 

Current  law:  Section  4  of  the  Orphan  Drug  Amendments  of  1985 
established  the  National  Commission  on  Orphan  Diseases  to  evalu- 
ate the  workings  of  the  National  Institutes  of  Health  regarding 
rare  diseases  and  conditions.  It  was  directed  to  report  to  the  Con- 
gress by  September  30,  1987. 

The  hill:  Section  4  is  amended  to  extend  the  date  for  the  report 
until  February  1,  1989. 

Agency  Views 

Agency  comments  were  submitted  during  the  October  1,  1987 
hearing  of  the  Subcommittee  on  Health  and  the  Emdronment. 

Changes  in  Existing  Law  Made  by  the  Bill,  as  Reported 

In  compliance  with  clause  3  of  Rule  XIII  of  the  Rules  of  the 
House  of  Representatives,  changes  in  existing  law  made  by  the  bill 
as  reported,  are  shown  as  follows  (existing  law  proposed  to  be  omit- 
ted is  enclosed  in  black  brackets,  new  matter  is  printed  in  italic, 
existing  law  in  which  no  change  is  proposed  is  shown  in  roman): 

Federal  Food,  Drug,  and  Cosmetic  Act 
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CHAPTER  V— DRUGS  AND  DEVICES 

*  *  *  *  *  ^ii  :>): 

Subchapter  B — Drugs  for  Rare  Diseases  or  Conditions 

recommendations  for  investigations  of  drugs  for  rare  diseases 

or  conditions 

Sec.  525.  (a)  The  sponsor  of  a  drug  for  a  disease  or  condition 
which  is  rare  in  the  States  may  request  the  Secretary  to  provide 
written  recommendations  for  the  nonclinical  and  clinical  investiga- 
tions which  must  be  conducted  with  the  drug  before — 

(1)  it  may  be  approved  for  such  disease  or  condition  under 
section  [505]  505(b), 

(2)  if  the  drug  is  an  antibiotic,  it  may  be  certified  for  such 
disease  or  condition  under  section  507,  or 

(3)  if  the  drug  is  a  biological  product,  it  may  be  licensed  for 
such  disease  or  condition  under  section  351  of  the  Public 
Health  Service  Act. 

If  the  Secretary  has  reason  to  believe  that  a  drug  for  which  a  re- 
quest is  made  under  this  section  is  a  drug  for  a  disease  or  condition 
which  is  rare  in  the  States,  the  Secretary  shall  provide  the  person 
making  the  request  written  recommendations  for  the  nonclinical 
and  clinical  investigations  which  the  Secretary  believes,  on  the 
basis  of  information  available  to  the  Secretary  at  the  time  of  the 
request  under  this  section,  would  be  necessary  for  approval  of  such 
drug  for  such  disease  or  condition  under  section  [505]  505(h),  cer- 
tification of  such  drug  for  such  disease  or  condition  under  section 
507,  or  licensing  of  such  drug  for  such  disease  or  condition  under 
section  351  of  the  Public  Health  Service  Act. 

(b)  The  Secretary  shall  by  regulation  promulgate  procedures  for 
the  implementation  of  subsection  (a). 

DESIGNATION  OF  DRUGS  FOR  RARE  DISEASES  OR  CONDITIONS 

Sec.  526.  (a)(1)  The  manufacturer  or  the  sponsor  of  a  drug  may 
request  the  Secretary  to  designate  the  drug  as  a  drug  for  a  rare 
disease  or  condition.  A  request  for  designation  of  a  drug  shall  be 
made  before  the  submission  of  an  application  under  section  505(b) 
for  the  drug,  the  submission  of  an  application  for  certification  of 
the  drug  under  section  507,  or  the  submission  of  an  application  for 
licensing  of  the  drug  under  section  351  of  the  Public  Health  Service 
Act.  If  the  Secretary  finds  that  a  drug  for  which  a  request  is  sub- 
mitted under  this  subsection  is  being  or  will  be  investigated  for  a 
rare  disease  or  condition  and — 

(A)  if  an  application  for  such  drug  is  approved  under  section 
[505]  505(b), 

(B)  if  a  certification  for  such  drug  is  issued  under  section  507, 

or 

(C)  if  a  license  for  such  drug  is  issued  under  section  351  of 
the  Public  Health  Service  Act, 

the  approval,  certification,  or  license  would  be  for  use  for  such  dis- 
ease or  condition,  the  Secretary  shall  designate  the  drug  as  a  drug 
for  such  disease  or  condition.  A  request  for  a  designation  of  a  drug 
under  this  subsection  shall  contain  the  consent  of  the  applicant  to 
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notice  being  given  by  the  Secretary  under  subsection  (b)  respecting 
the  designation  of  the  drug. 

******* 

(h)  A  designation  of  a  drug  under  subsection  (a)  shall  be  subject  to 
the  condition  that — 

(1)  if  an  application  was  approved  for  the  drug  uder  section 
505(bX  a  certificate  was  issued  for  the  drug  under  section  507, 
or  a  license  was  issued  for  the  drug  under  section  351  of  the 
Public  Health  Service  Act,  the  manufacturer  of  the  drug  will 
notify  the  Secretary  of  any  discontinuance  of  the  production  of 
the  drug  at  least  one  year  before  discontinuance,  and 

(2)  if  an  application  has  not  been  approved  for  the  drug  under 
section  505(b),  a  certificate  has  not  been  issued  for  the  drug 
under  section  507,  or  a  license  has  not  been  issued  for  the  drug 
under  section  351  of  the  Public  Health  Service  Act  and  if  pre- 
clinical investigations  or  investigations  under  section  505(i)  are 
being  conducted  with  the  drug,  the  manufacturer  or  sponsor  of 
the  drug  will  notify  the  Secretary  of  any  decision  to  discontinue 
active  pursuit  of  approval  of  an  application  under  section 
505(b),  approval  of  an  application  for  certification  under  section 
507,  or  approval  of  a  license  under  section  351  of  the  Public 
Health  Service  Act. 

[(b)]  (c)  Notice  respecting  the  designation  of  a  drug  under  sub- 
section (a)  shall  be  made  available  to  the  public. 

[(c)]  (d)  The  Secretary  shall  by  regulation  promulgate  proce- 
dures for  the  implementation  of  subsection  (a). 

PROTECTION  FOR  DRUGS  FOR  RARE  DISEASES  OR  CONDITIONS 

Sec.  527.  [(a)  Except  as  provided  in  subsection  (b),  if  the  Secre- 
tary— 

[(1)  approves  an  applicaton  filed  pursuant  to  section  505, 
[(2)  issues  a  certification  under  section  507,  or 
[(3)  issues  a  license  under  section  351  of  the  Public  Health 
Service  Act 

for  a  drug  designated  under  section  526  for  a  rare  disease  or  condi- 
tion, the  Secretary  may  not  approve  another  application  under  sec- 
tion 505,  issue  another  certification  under  section  507,  or  issue  an- 
other license  under  section  351  of  the  Public  Health  Service  Act  for 
such  drug  for  such  disease  or  condition  for  a  person  who  is  not  the 
holder  of  such  approved  applicaiton,  of  such  certification,  or  of 
such  license  until  the  expiration  of  seven  years  from  the  date  of 
the  approvel  of  the  approved  application,  the  issuance  of  the  certifi- 
cation, or  the  issuance  of  the  license.  Section  505(c)(2)  does  not 
apply  to  the  refusal  to  approve  an  application  under  the  preceding 
sentence.] 

(a)  Except  as  provided  in  subsection  (b),  if  the  Secretary — 

(1)  approves  an  application  filed  under  section  505(b)  for  a 
drug  designated  under  section  526  for  a  rare  disease  or  condi- 
tion and  the  application  is  the  first  section  505(b)  application 
approved  for  such  drug  for  such  disease  or  condition,  then 
during  the  7-year  period  beginning  on  the  date  the  Secretary  ap- 
proved such  first  application — 
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(A)  the  Secretary  may  approve  for  any  person  an  applica- 
tion under  section  505(b)  (other  than  an  application  which 
includes  a  certification  described  in  section  505(b)(2))  for 
such  drug  for  such  disease  or  condition,  and 

(B)  the  Secretary  may  not  approve — 

(i)  an  application  under  section  505(j),  or 

(ii)  an  application  which  includes  a  certification  de- 
scribed in  section  505(b)(2) 

for  such  drug  for  such  disease  or  condition  for  a  person 
who  is  not  the  holder  of  an  approved  application  under  sec- 
tion 505(b)  for  such  drug  for  such  disease  or  condition, 

(2)  issues  a  certification  under  section  507  for  a  drug  desig- 
nated under  section  526  for  a  rare  disease  or  condition  and  the 
certification  is  the  first  certification  issued  under  section  507 
for  such  drug  for  such  disease  or  condition,  then  during  the  7- 
year  period  beginning  on  the  date  the  Secretary  issued  such  first 
certification — 

(A)  the  Secretary  may  approve  for  any  person  an  applica- 
tion (other  than  an  application  described  in  subparagraph 
(B))  for  a  certification  of  such  drug  for  such  disease  or  con- 
dition under  section  507,  and 

(B)  the  Secretary  may  not  issue  a  certification  with  re- 
spect to — 

(i)  an  abbreviated  application  filed  under  section 
507,  or 

(ii)  an  application  filed  under  section  507  which  in- 
cludes investigations  of  the  type  described  in  section 
505(b)(2) 

for  such  drug  for  such  disease  or  condition  for  a  person 
who  is  not  the  holder  of  an  approved  certification  under 
section  507  for  such  drug  for  such  disease  or  condition,  or 

(3)  issues  a  license  under  section  351  of  the  Public  Health 
Service  Act  for  a  drug  designated  under  section  526  for  a  rare 
disease  or  condition  and  the  license  is  the  first  license  issued 
under  such  section  351  for  such  drug  for  such  disease  or  condi- 
tion, then  during  the  7-year  period  beginning  on  the  date  the 
Secretary  issued  such  first  license — 

(A)  the  Secretary  may  approve  for  any  person  an  applica- 
tion (other  than  application  described  in  subparagraph  (B)) 
for  a  license  under  such  section  351  for  such  drug  for  such 
disease  or  condition,  and 

(B)  the  Secretary  may  not  approve  an  application  for  a  li- 
cense for  such  drug  for  such  disease  or  condition  which  is 
of  the  type  which  includes  investigations  of  the  tyupe  de- 
scribed in  section  505(b)(2)  for  a  person  who  is  not  the 
holder  of  a  license  issued  under  such  section  351  for  such 
drug  for  such  disease  or  condition. 

(b)  If  an  application  filed  pursuant  to  section  [505]  505(b)  is  ap- 
proved for  a  drug  designated  under  section  526  for  a  rare  disease  or 
condition,  if  a  certification  is  issued  under  section  507  for  such  a 
drug,  or  if  a  license  is  issued  under  section  351  of  the  Public  Health 
Service  Act  for  such  a  drug,  the  Secretary  may,  during  the  seven- 
year  period  beginning  on  the  date  of  the  application  approval,  of 
the  issuance  of  the  certification  under  section  507,  or  of  the  issu- 
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tion,  human  clinical  testing  described  in  subparagraph 
(A)(i)  and  preclinical  testing. 

(2)  The  term  "rare  disease  or  condition"  means  (A)  in  the 
case  of  a  drug,  any  disease  or  condition  which  (A)  affects  less 
than  200,000  persons  in  the  United  States,  or  (B)  affects  more 
than  200,000  in  the  United  States  and  for  which  there  is  no 
reasonable  expectation  that  the  cost  of  developing  and  making 
available  in  the  United  States  a  drug  for  such  disease  or  condi- 
tion will  be  recovered  from  sales  in  the  United  States  of  such 
drug,  (B)  in  the  case  of  a  medical  device,  any  disease  or  condi- 
tion that  occurs  so  infrequently  in  the  United  States  that  there 
is  no  reasonable  expectation  that  a  medical  device  for  such  dis- 
ease or  condition  will  be  developed  without  assistance  under 
subsection  (a),  and  (C)  in  the  case  of  a  medical  food,  any  disease 
or  condition  that  occurs  so  infrequently  in  the  United  States 
that  there  is  no  reasonable  expectation  that  a  medical  food  for 
such  disease  or  condition  will  be  developed  without  assistance 
under  subsection  (a).  Determinations  under  the  preceding  sen- 
tence with  respect  to  any  drug  shall  be  made  on  the  basis  of 
the  facts  and  circumstances  as  of  the  date  the  request  for  des- 
ignation of  the  drug  [under  this  subsection]  under  section  526 
of  the  Federal  Food,  Drug,  and  Cosmetic  Act  is  made. 

(3)  The  term  ''medical  food''  means  a  food  which  is  formulat- 
ed to  be  consumed  or  administered  enterally  under  the  supervi- 
sion of  a  physician  and  which  is  intended  for  the  specific 
dietary  management  of  a  disease  or  condition  for  which  distinc- 
tive nutritional  requirements,  based  on  recognized  scientific 
principles,  are  established  by  medical  evaluation. 

[(c)  For  grants  and  contracts  under  subsection  (a)  there  are  au- 
thorized to  be  appropriated  $4,000,000  for  fiscal  year  1986, 
$4,000,000  for  fiscal  year  1987,  and  $4,000,000  for  fiscal  year  1988.1 

(c)  For  grants  and  contracts  under  subsection  (a)  there  are  author- 
ized to  be  appropriated  $10,000,000  for  fiscal  year  1988,  $12,000,000 
for  fiscal  year  1989,  $U,000,000  for  fiscal  year  1990. 


Section  4  of  the  Orphan  Drug  Amendments  of  1985 

SEC.  4.  NATIONAL  COMMISSION  ON  ORPHAN  DISEASES. 

(a)*  *  * 

******* 

(n)  Report. — The  Commission  shall  transmit  to  the  Secretary 
and  to  each  House  of  the  Congress  a  report  not  later  than  [Sep- 
tember 30,  1987,]  February  1,  1989,  on  the  activities  of  the  Com- 
mission. The  report  shall  contain  a  detailed  statement  of  the  find- 
ings and  conclusions  of  the  Commission,  together  with  its  recom- 
mendations for — 

(1)  a  long  range  plan  for  the  use  of  public  and  private  re- 
sources to  improve  research  into  rare  diseases  and  to  assist  in 
the  prevention  diagnosis,  and  treatment  of  rare  diseases;  and 

(2)  such  legislation  or  administrative  actions  as  it  considers 
appropriate. 

******* 
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